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DETAILED ACTION 

This Office Action is in response to the Remarks filed July 08, 2005. 
Claims 37-42 and 51-54 are pending and are examined herein. The text of those 
sections of Title 35, U.S. Code not included in this action can be found in a prior Office 
action. 

35 USC § 103 Rejection Maintained 

Claims 37-42 and 51-54 stand rejected under 35 U.S.C. 103(a) as being 
unpatentable over McMahon et al. (J. Urology, 161, 1826-30) and Lane (J. 
Psychopharmacology, 11(1), 72-82) in view of Eli Lily (ZA 9300694) and Robertson et 
. al. (USPN 5135947) for the reasons set forth in the Office Action dated March 10, 2005. 

Applicant argues, "The combination of these references does not teach or 
suggest the claim element of as-needed administration. The Examiner addresses this 
deficiency by characterizing the claim element as mere optimization." This argument is 
not persuasive because Examiner has not addressed said element in such a manner. 
Examiner has relied on both McMahon et al. and Lane, both of whom teach the 
administration of SSRIs on an as-needed basis. It is the quantity of agent to be 
administered that Examiner has addressed as being mere optimization of the obvious 
invention and, thereby, itself obvious. 

Applicant argues, "the [McMahon et al.] authors postulate 'serotonin re-uptake 
inhibitors should reduce sexual excitement and have a beneficial effect on premature 
ejaculation.' ... This statement by the authors is merely an initial observation from a rat 
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model that provided the impetus to pursue the small human trial described in McMahon 
and does not support the assertion that all SSRIs delay orgasm and have a beneficial 
effect on premature ejaculation in humans." This argument is not persuasive because 
the teaching of McMahon et aL, as set forth above would, and/or the teaching of Lane, 
both in combination of Eli Lily and Roberson et al., lead on&of ordinary skill in the art to 
select dapoxetine as an SSRI effective for the treatment of PE. In other words, the 
broad teaching of McMahon et al. and/or Lane would have led one of ordinary skill in 
the art to select dapoxetine and PE from the laundry list set forth by Eli Lily. 

Applicant argues that in McMahon et al., "neither the design or the results of the 
studies would lead one of skill in the art to conclude that an SSRI could be used to treat 
PE patients on an as-needed basis." This argument is not persuasive because 
McMahon et al. clearly teaches the administration of the SSRIs therein on an "as 
needed" basis. See Abstract; p. 1827, Study 1; etc. When the reference relied on 
expressly anticipates or makes obvious all of the elements of the claimed invention, the 
reference is presumed to be operable. Once such a reference is found, the burden is on 
applicant to provide facts rebutting the presumption of operability. In re Sasse, 629 F.2d 
675, 207 USPQ 107 (CCPA 1980). 

Applicant attempt to rebut the presumption of operability of McMahon et al. by 
arguing that "[t]he McMahon study did not use an appropriate number of men suffering 
with PE to address the study objective" and that "[t]he McMahon studies were single- 
blind studies". These arguments are not persuasive because Applicant's allegation that 
there are an insufficient number of test subjects does not address the presumption of 
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operability, but the "scientific validity". There is no reasons to assume that the standard 
required for one of ordinary skill in the art to accept the teachings of McMahon et al. as 
scientific certainty would be the same as the standard required for one of ordinary skill 
in the art to presume that the invention would work. It is further noted that there is no 
supporting documentation that McMahon's number of test subjects is insufficient for 
"scientific validity". Applicant's arguments regarding the single-blind studies are, 
likewise, unpersuasive. Applicant's argument that "on average, trials that have not used 
appropriate levels of blinding, such as McMahon, show larger treatment effects than 
blinded studies" is not sufficient to suggest to the skilled artisan that the teachings of 
McMahon should not be presumed enabled. First, it is noted that the teaching merely 
suggests that "on average" different levels of blinding produce different results. Second, 
there is only a suggestion that varying levels of blinding may lead to varying magnitudes 
of efficacy, not that the efficacy is, itself, questioned. 

Applicant argues, "by [McMahon et al.'s] admission, [] there was no statistically 
superior increase in ejaculatory latency in the first week." This argument is not 
persuasive. First, the argument presupposes that the dosing during the first week of 
administration is, effectively, equivalent to a "priming dose". If such an argument were 
found to be persuasive, however, it would suggest that for a drug to be administered on 
an "as needed" basis in the absence of a priming dose, only the first administration of 
the drug would qualify as "as needed" in the absence of a priming dose. Second, the 
language of the disclosure clearly suggests that while a priming dose is preferred, it is 
not required. McMahon states that "paroxetine as needed was significantly better if 
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patients were initially treated with the drug daily." Such a suggestion would indicate to 
one of ordinary skill in the art that the effects of administration are the best when there 
is a priming dose, but that the administration of the drug in the absence of a priming 
dose would also be effective at achieving the desired results. Accordingly, Applicant's 
suggestion that Examiner is required to provide evidence that the data is of McMahon et 
al. for the first week is statistically significant when McMahon et al. says that it is not is 
not necessary. Furthermore, McMahon et al. clearly illustrates (Figure 1) that the mean 
ejaculatory interval was seen to increase after one week of administration of paroxetine 
in both Groups A and B by identical amounts and that the increase was more than that 
observed for placebo. The multiple of increase seen in Groups A and B (weeks 1 and 
8, respectively) are comparable to those set forth in the instant specification (see, e.g., 
Table 9). Furthermore, it is noted that McMahon et al. does not state that the results of 
week 1 are not statistically superior. Accordingly, one of skill in the art would look to 
Fig. 1 to determine the results of week 1, wherein the skilled artisan would observe the 
increases in mean ejaculatory interval, as discussed above. 

Applicant argues that because Lane states that u [t]he placebo-controlled studies 
with sertraline and paroxetine used high doses. The efficacy of the lower doses and 
different dosing regimens has yet to be fully explored" that Lane "questions the 
applicability of these two initial reports to the clinical use of sertraline and paroxetine 
themselves and certainly does not support the general efficacy of SSRIs in the 
treatment of PE." This argument is not persuasive because Lane does not suggest that 
the treatment does not work but merely that, as with all drugs, dosage optimization must 
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be determine and that once such a dosage optimization is determined that a 
cost/benefit analysis of the side effects and treatment benefits must be weighed. 

Applicant argues that Lane's review of Swartz' s "seemingly amazing results, that 
are inconsistent with any results available at that time, or that have been published 
subsequent to that report appear to have been an average of both daily and as-needed 
dosing." This argument is not persuasive because even if the results were indeed an 
average of both daily and as-needed dosing, such an averaging would not take away 
from the fact that Swartz via Lane clearly teaches administration on an as needed basis. 

Applicant argues that the Swartz teaching that "the '26-hour elimination half life 
[of sertraline] allows considerable liberties in dosing schedules" indicates that the 
teaching is a "preliminary case report and, even in combination with the high dose 
studies of paroxetine and sertraline, one of skill in the art clearly would not regard this 
report as supporting that all SSRIs, administered in low doses on an as-needed basis 
prior to intercourse would be efficacious in treating PE." This argument is not 
persuasive because the teaching that there are considerable liberties in dosing 
schedules indicates merely that there are considerable liberties in dosing schedules or, 
in other words, that administration schedules may be adjusted to the particular needs of 
a patient. Furthermore, the Abstract of Lane clearly teaches that "selective serotonin 
reuptake inhibitors (SSRIs) are clearly associated with delayed ejaculation ...". This 
teaching, coupled with the other references, particularly Eli Lilly and Robertson et al., 
that it would have been obvious to treat PE with dapoxetine. Furthermore, 
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administration of SSRIs on an as-needed basis is disclosed as being efficacious by both 
Lane and McMahon et al. f as discussed above. 

Applicant argues, "While the prior art clearly indicates that SSRIs generally can 
cause sexual dysfunction and there was a suggestion that certain SSRIs might be 
useful for treating PE, there was no guidance that specific SSRIs were useful, nor any 
guidance in the art as to how to select SSRIs that would be useful." This argument is 
not persuasive because McMahon et al. and Lane teach the use of SSRIs for the 
treatment of PE on an as needed basis. Furthermore, the general teachings of 
McMahon et al. and Lane would lead one of ordinary skill in the art to Eli Lilly and 
Robertson et al. wherein the skilled artisan would find the teachings required to 
specifically select the specific SSRI dapoxetine for the treatment of PE. 

Applicant argues, "Lilly merely includes dapoxetine in a laundry list of SSRIs and 
identifies a vast listing of conditions with which such compounds might be useful. 
Moreover, no data or experimental basis is provided that any of the compounds could 
be used with any of the conditions." Applicant further argues, "even if [Eli Lilly] is 
construed to effectively disclose the use of dapoxetine for premature ejaculation, there 
is no disclosure or suggestion of the use of dapoxetine on an as-needed basis or the 
characteristic that it is effective in the absence of priming doses." These argument are 
not persuasive because Eli Lilly is not used to reject the pending claims alone. The 
references of Lane, McMahon et al. and Robertson et al. would have provided the 
suggestion required for one of ordinary skill in the art to utilize the SSRIs of Eli Lilly 
specifically for the treatment of PE on an as-needed basis and McMahon et al. would 
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have indicated to the skilled artisan, for the reasons set forth above, that the 
administration of SSRIs on an as-needed basis is efficacious with or without priming 
doses. One cannot show nonobviousness by attacking references individually where 
the rejections are based on combinations of references. See In re Keller, 642 F.2d 41 3, 
208 USPQ 871 (CCPA 1981); In re Merck & Co., 800 F.2d 1091, 231 USPQ 375 (Fed. 
Cir. 1986). Furthermore, the teaching of Eli Lilly is presumed to be enabled. When the 
reference relied on expressly anticipates or makes obvious all of the elements of the 
claimed invention, the reference is presumed to be operable. Once such a reference is 
found, the burden is on applicant to provide facts rebutting the presumption of 
operability. In re Sasse } 629 F.2d 675, 207 USPQ 107 (CCPA 1980). 



Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gregory W Mitchell whose telephone number is 571- 
272-2907. The examiner can normally be reached on M-F, 8:30 AM - 4:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 



Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-21 7-91 97 (toll-free). 



273-8300. 
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